Introduction {#s1}
============

Evans syndrome (ES) is an autoimmune condition that presents with two or more cytopenias, which includes simultaneous or sequential development of warm autoimmune hemolytic anemia (AIHA) and immune thrombocytopenic purpura (ITP) with or without immune neutropenia \[[@R01]\]. Although the exact mechanism is not fully understood, some studies have linked it to a decreased in cluster of differentiation 4 (CD4)/CD8 ratio \[[@R02]\]. ES can be primary (idiopathic) or secondary to other disorders. Although secondary ES has higher mortality rates, it responds better to treatment \[[@R03], [@R04]\]. A few secondary causes were mentioned in literature, which includes systemic lupus erythematosus (SLE), common variable immunodeficiency (CVID), autoimmune lymphoproliferative syndrome (ALPS), viral infections (human immunodeficiency viruses (HIV) and hepatitis C) and hematological malignancies (chronic lymphocytic leukemia (CLL)). However, to our knowledge, the association of ES with either ulcerative colitis (UC) or prostate cancer was reported only once in the literature \[[@R05]\].

Herein, we present a case of a 66-year-old male patient with a history of UC, who presented to the emergency department with fatigue, shortness of breath and weakness. His blood works showed anemia, elevated white blood cell count (WBC), thrombocytopenia and indirect hyperbilirubinemia, he had low partial thromboplastin time (PTT) but normal prothrombin time/international normalized ratio (PT/INR), significantly elevated reticulocyte count and lactate dehydrogenase (LDH) with low haptoglobin. He had a positive direct antiglobulin test poly Coombs' test, warm autoantibody and immunoglobulin G (IgG) with negative C3. The patient was diagnosed with ES secondary to UC, for which he was treated with intravenous Ig (IVIG) and was sent home on steroids.

Case Report {#s2}
===========

A 66-year-old male with a past medical history significant for UC, diagnosed in 1999 on mesalamine, history of prostate cancer in remission status post radical prostatectomy for 15 years and warm agglutinin AIHA on daily prednisone, who was sent to the emergency room by his primary care physician for evaluation of low hemoglobin. He also has symptoms of anemia, where he complained of increasing fatigue, weakness and shortness of breath on long distance walk. Otherwise, he denied palpitations, headache, and dizziness. He denied also mucocutaneous bleeding, hemoptysis, bloody vomiting, hematuria, hematochezia, and recent infections. He had the upper endoscopy performed in 2017, which showed chronically inflamed duodenal mucosa with extensive foveolar metaplasia and a small focus of gastric heterotopia. He has no history of colonoscopy for the past 10 years.

Initial vitals on admission were stable and physical examination was only notable for scleral icterus and conjunctival pallor. Digital rectal examination and fecal occult blood test were negative. His complete blood counts were significant for elevated white blood cell of 26.06 × 10^3^/µL (predominantly neutrophilic), low hemoglobin 6.0 g/dL, low hematocrit 19.9%, high mean corpuscular volume (MCV) of 133.1, high red cell distribution width (RDW) of 22.6 and low platelet 69 × 10^3^/µL. Initial blood chemistry showed elevated aspartate aminotransferase/alanine aminotransferase 152/83 U/L, elevated total bilirubin 2.2 mg/dL, direct bilirubin was 0.47 mg/dL. His direct antiglobulin test poly Coombs' test was positive, IgG was positive, C3 was negative, warm auto antibody was positive, PTT was low 20.4 s, PT/INR and fibrinogen were within normal limit. His reticulocyte count was significantly elevated 33.6 %, Haptoglobin was low \< 7.75 mg/dL, LDH was elevated 2,894 U/L. iron profile showed normal iron and iron saturation (129 µg/dL, 70.1 %), ferritin was elevated 523.5 ng/mL, and total iron-binding capacity (TIBC) was low 184 µg/dL. Septic workup was negative.

The patient was diagnosed with ES with coexistence of AIHA and ITP. Patient's platelets count prior to admission was in the range of 200 - 300 × 10^3^/µL. He was transfused with one unit of packed red blood cells (PRBC) and was given 125 mg IV solumedrol in the emergency room. He was continued with solumedrol 80 mg three times daily. Computed tomography (CT) chest/abdomen/pelvis showed mild splenomegaly, which was unchanged from before, there was no lymphadenopathy. The patient was responded to the treatment, his LDH and reticulocyte counts were trending down, and hemoglobin was improved to 7.7 g/dL. Patient was then given IVIG 1 g/kg for two doses because his hemoglobin was still \< 8 g/dL. Ultimately, he was discharged with 60 mg prednisone daily for 2 weeks and follow-up in outpatient clinic. On 6 months' follow-up, his hemoglobin trended up to 12.4 g/dL and platelets improved to 287 × 10^3^/µL.

Discussion {#s3}
==========

UC, a subgroup of inflammatory bowel disease with chronic inflammation mainly involving the large bowel and rectum, has been associated with numerous systemic autoimmune phenomena. Autoimmune hematologic disorders have been reported in patients with UC. AIHA has a lower incidence in patients with UC and has been reported only in 0.2-1.7% of patients \[[@R06]\]. Whereas, autoimmune induced thrombocytopenia is more common in this subgroup of patients \[[@R03]\]. Nevertheless, the presence of both acute autoimmune hemolysis and autoimmune induced thrombocytopenia in a patient with UC is extremely rare and to our knowledge, there was only one case report based on our literature search.

The coexistence of both AIHA and ITP is known as ES. It is first described by Robert Evans in 1951 after studying the relationship between AIHA and ITP. By definition, ES is an autoimmune condition that presents with two or more cytopenias, which includes warm AIHA and ITP with or without immune neutropenia. Patients with ES normally present with signs and symptoms related to anemia and thrombocytopenia which includes fatigue, pallor, shortness of breath, dizziness, enlarged spleen, easy bruising, petechiae and life-threatening bleeding. In patients older than 60 years, increased risk of ischemic complications has been reported like acute coronary and cerebrovascular syndromes \[[@R01]\].

ES in general is more common in children, but adults are also affected by ES. Mean age in adults at the time of diagnosis is 52. ES is more common in females with ratio of 3:2, likely related to the autoimmune diseases. ES is a sporadic condition and rarely inherited. Multiple pathways have been proposed for the pathophysiology of ES. These pathways summarize immune dysregulation, antibodies directed against erythrocytes, platelets and leukocytes. Some of the immune alterations associated with ES are deficiency of cytotoxic T-lymphocyte-associated protein 4 (CTLA-4)/CD152 and lipopolysaccharide-responsive and beige-like anchor protein (*LRBA*) gene, deficiency of tripeptidyl peptidase 2 and decreased CD4/CD8 ratio \[[@R02]\].

ES is classified as primary (idiopathic) and secondary (associated with other medical conditions). Although secondary ES responds to treatment better than primary ES \[[@R07]\], it has been shown that secondary ES has higher mortality rates with bleeding, infections and hematological cancers being the leading causes of death in these patients \[[@R08]\]. Secondary ES is very rare in patients with UC. Ucci et al was first to describe the co-occurrence of both ES and UC in a 37-year-old male. Ucci et al proposed that they might be two phenomena occurring in the same patient which leads to production of autoantibody directed to the red cells and platelets, leading to AIHA and ITP \[[@R05]\]. Whereas Jen et al described a case of vedolizumab-induced ES in a patient with UC \[[@R9]\]. Yates et al has shown that mononuclear cells from the colonic mucosa of UC patients can induce autoantibody formation which directed to the red cells leading to AIHA \[[@R10]\]. Whereas the same for ITP, bacterial glycopeptides have been hypothesized to play a major role in the formation of anti-platelet antibody \[[@R02]\]. These two distinct mechanisms may occur in the same patient, in certain circumstances, leading to the observed distinct phenomena of co-occurrence of both ES and UC in the same patient.

Our patient has a history of prostate cancer, and ES has been reported in an elderly patient with prostate cancer by Ureshino and Miyaraha \[[@R11]\]. Their patient initially developed AIHA and later developed ITP after trans-rectal ultrasonography guided prostate biopsy which resulted in transient elevation of prostate specific antigen (PSA), in which they hypothesized that the anti-antibodies directed against PSA may causing a destruction of platelets \[[@R11]\]. Moreover, PSA has been reported as a paraneoplastic antigen involved in AIHA and ITP \[[@R12], [@R13]\]. Nonetheless, the prostate cancer was diagnosed 15 years ago and was in remission with no elevation of PSA.

Treatment in general involved the use of steroids (either prednisone or prednisolone) and IVIG. Patients will be reevaluated in 3 weeks after initial treatment. If patient responded to treatment, slow tapering of steroid is done over 6 months. Nonetheless, if partial response is noted, repeat dosing with full initial dose is normally performed. IVIG, on the other hand, can be used in patients who require high doses of steroids to attain remission, patients who develop adverse reaction to steroids and should be given to children in order to avoid the adverse toxicities related to steroids use \[[@R01]\].

Conclusions {#s3a}
-----------

Secondary ES is extremely rare in patients with UC. To our knowledge, this is the second case reporting the potential rare association between UC and ES. Recognizing this rare association is important as prompt treatment with IVIG and steroids will improve the prognosis and reduce the risk of complications.
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